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Figure la 

MDSEAFQSARDFLDMN^ 
PSRPPRYSSSSIPEPFGSRGSPRKAATOGAD 

GSLDRATSPRPRAFDGAGSSLGRAPSPRPGPGPl^QQGPPTPFDFLGRAGSPRGSPLAEGPQ 

RGPSPRPPATAYDAPASAFGSSLLGSGGSAFAPPLRAQDDLTLRRRPPKAWNESDLDVAYEKKPSQ 

TASYERLDWARPASPSLQLLPWRESSLDGLGGTGKDNLTSATLPRNYKVSPLASDRRSDA 

SLGSAGPSGTLPRSWQPVSRIPMPPSSPQPRGAPRQRPIPLS^ 

TRAPPPKLQPQPQPQPQPQSQPQPQLPPQPQTQPQTPTPAPQ 

RGT J .TPVT.KA GDVDEGP VARPI^PTRLOP ALPPEAOS VPELEEVARVLAEIPRPLKRRGSIV^ 

VALPPTHKKOYOOnSRLFHRHGGPGPGGPEPE^ 

PQSMEMRSVLRKAGSPRKARJIARLNPLVLLLDAALTGEL^ 

NMCGAOTSrVDFLITAGANWSPDSHGW^ 

EKCPPYREGYAPCATYLADVEOSMGLMNSGAV^ 

TDWWWAALHGOEGYVPRNYFGLFPRVKPORSKV* 

Figure lb 

CCACGCGTCCGGGAAGCCCCCAGGTGCCAGGATCTGCCCGGATCCGCGCCCGCTCCGGCCGG 
CACCATGGACAGCGAGGCATTCCAGAGCGCGCGGGACTCT 

GGCCATGAAACACATGGATCTGAAGCAGATGGAGCTGGACACGGCGGCGGCCAAGGTGGATG 
AACTGACCAAGCAGCTGGAGTCGCTGTGO 

GACCCCCTTCTAGGCCGCCCCGGTACAGCTCCAGCTCGATCCCTGAGCCCTTCGGCAGCCGAG 
GGTCCCCCCGGAAGGCGGCCACCGACGGCGCAGACACCCCGTTCGGACGATCAGAGAGTGCC 
CCAACCCTACACCCCTACAGCCCGCTGTCCCCCAAGGGACGGCCGTCGTCGCCGCGCACCCCG 
CTCTACCTGCAGCCGGACGCCTACGGCAGCCTGGACCGCGCGACCTCGCCCCGGCCCCGCGCC 
TTCGATGGCGCAGGCAGCTCCCTCGGCCGTGCGCCCTCCCCGCGGCCCGGGCCAGGCCCGCTC 
CGCCAGCAGGGTCCCCCCACGCCTITC^ 

CCCCTGGCGGAGGGGCCCCAGGCCTTCTrCCCCGAGCGTGGGCCGTCACCGCGCCCCCCTGCC 
ACAGCCTACGACGCGCCAGCGTCCGCCITC^ 

TTCGCCCCGCCTCTGCGCGCGCAAGACGACCTGACGCTGCGCCGGCGGCCT 

AACGAGTCTGACCTGGACGTGGCGTACGAGAAGAAGCCITCGCAGACAGCGAGCTATGAACG 

CCTGGACGTCnTCGCAAGGCCTGCCTC 

CCTGGATGGACTGGGGGGCACCGGCAAGGACAACCTCACTAGCGCCACCCTGCCGCGCAATT 

ACAAGGTCTCTCCTCTGGCCAGCGACCGGCGTTCAGACGCGGGCAGCTACCGGCGCTCGCn^ 

GCTCCGCGGGGCCGTCGGGCACTITGCCTCGCAGCTGGCAGCCCGTCAGCCGCATCCCCATGC 

CCCCCTCCAGCCCCCAGCCCCGCGGGGCCCCGCGCCAGCGTCCCATCCCCCTCAGCATGATCT 

TCAAGCTGCAGAACGCCTTCTGGGAGCACGGGGCCAGCCGCGCCATGCTCCCTGGGTCCC^ 

TCITCACCCGAGCACCCCCGCCTAAGCTGCAGCCCCAACCACAACCACAGCCCCAGCCACAAT 

CACAACCACAGCCCCAGCTGCCCCCACAGCCCCAGACCCAACCCCAAACCCCTACCCCAGCCC 

CCCAGCATCCCCAACAGACATGGCCCCCTGTGAACGAAGGACCCCCCAAACCCCCCACCGAG 

CTGGAGCCTGAGCCGGAGATAGAGGGGCTGCTGACACCAGTGCTGGAGGCTGGCGATGTGGA 

TGAAGGCCCTGTAGCAAGGCCTCTCAGCCCCACGAGGCTGCA^CAGCACTGCCACCGGAGG 

CACAGTCGGTGCCCGAGCTGGAGGAGGTGGCACGGGTGTTGGCGGAAATTCCCCGGCCCCTC 

AAACGCAGGGGCTCCATGGAGCAGGCCCCTGCTGTGGCCCTGCCCCCTACC 

GTACCAGCAGATCATCAGCCGCCrrCTrCCATCGTCATGGGGGGCCAGGGCCCGGGGGGCCGG 

AGCCAGAGCTGTCCCCCATCACTGAGGGATCTGAGGCCAGG 

CACCAGCTCCCATTCCACCCCCGGCCCCGTCCCAGAGCAGCCCACCAGAGCAGCCGCAGAGC 

ATGGAGATGCGCTCTGTGCTGCGGAAGGCGGGCTCCCCGCGCAAGGCCC 

CAACCCTCTGGTGCTCCT^ 

CGGTGAAGGAGATGAACGACCCGAGCCAGCCCAACGAGGAGGGCATCACTGCCTTGCACAAC 

GCCATCTGCGGCGCCAACTACTCTATCGTGGATTTCCTCATCACCGCGGGTGC 

TCCCCCGACAGCCACGGCTGGACACCCTTGCACTGCGCGGCGTCGTGCAACGACACAGTCATC 

TGCATGGCGCTGGTGKTAGCACGGCGCTGC^ 

GCCITCGAGAAGTGCGACCC^ 

GTCGAGCAGAGTATGGGGCTGATGAACAGCGGGGCAGTGTACGCTCTCTGGGACTACAGCGC 
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CGAGTTCGGGGACGAGCTGTCCITCCGCGAGGGCGAGTCGGTCACCGTGCTGCGGAGGGACG 

GGCCGGAGGAGACCGACTGGTGGTGGGCCGCGCTGCACGGCCAGGAGGGCTACGTGCCGCGG 

AACTACTTCGGGCTGTTCCCCAGGGTGAAGCCTCAAAGGAG 

GAGGTTTCTGAGGCTGACAGAAACAAGCATTCCTGCCTTCCCT 

TTGCTGCCTTTATCTGCACCCCTCACCCTGCTGGTGGTGGTCCITGCCACCGGTTCT 

CTGGAAGTCCAGGGAAGAAGGAGGGCCCCAGCCITAAATTTAGTAATCr^ 

AGGTCTGGGAAGGGCTGGAAATCACTGGGGACAGGAAACCACiTCCTTTTG 

CCCGTCCAAAGTGCCTCCCATGCCTACCACCATCATCACATCCCCCAGCAAGCCAGCCACCTG 

CCCAGCCGGGCCTGGGATGGGCCACCACACCACTGGATATTCCTGGGAGTCACTGCTGACACC 

ATCTCTCCCAGCAGTCTTGGGGTCrGGGTGGGAAACATTGGTCTCTACCAGGATCCCT 

ACCTCTCCCCAATTAAGTGCCTTCACA 

ACTITCCTTATAAATAAAAGTAGTTTGCACAGAAAAAAAAAAAAAAA 
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Figure 2a 



MWMKDPVAJ^LSPTT^QPALPPE 
LPPTHKKQYQQnSRLFHRHGGPGPGGRSQSCPP 
SQSSPPEQPQSMEMRSVLRKAGSPRKARRARLNPLVLLLDAA^ 
MNDPSQPNEEGITALHNMCGA^ 

VICMALVQHGAAIFATTLSDGATAFEKCDPYREGYADCATYLADVE 

WALWDYSAEFGDELSFREGESVTVL 

FPRVKPQRSKV 

Figure 2b 

GCGGCCGCGTCGACCCGGCGTTCAGACGCGGGCAGCTACCGGCGCTCGCTGGGTCCGCGGGGCCGTC 
GGGCACTTTGCCTCGCAGCnXjGCAGCCCGTC 

gcggggccccgcgccagcgtcccatcccc<^^ 
gcacggggccagccgcg ccatgctccctgggtccccc^ 
cagccccaaccacaaccacagccccagccacaatc^^ 

agacccaaccccaaacccctaccccagcctcccacatccgcatccccaacagacatggccccctgtg 
aacgaaggaccccccaaaccccccaccgagctggagcctgagccggagatagaggggctgctgaca 
ccagtgctggaggctggcgatgtggatgaaggaccctgtagcaaggcctctcagccccacg 

CAGCCAGCACTGCCACCGGAGGCACAGTCGGTGCCCGAGCTGGAGGAGGTGGCACGKjGTGTTGGCG 

GAAATTCCCCGGCCCCTCAAACGCAGGGGCTCCATGGAGCAGGCCCCTGCTGTGGCCCT 

CCCACAAGAAACAGTACCAGCAGATCATCAGCCGCCTCTTCCATCGTCATGGGGGGCCAGGGCCCGG 

GGGGCGGAGCCAGAGCTGTCCCCCATCACTGAGGGATCTGAGGCCAGGGCAGGGCCCCCTGCTCCTG 

CCCCACCAGCTCCCATTCCACCGCCCGGCCCCGTCCCAGAGCAGCCCACCAGAGCAGCCGCAGAGC 

ATGGAGATGCGCTCTGTGCTGCGGAAGGCGGGCTCCCCGCGCAAGGCCCGCCGCGCGCGCCTCAACC 

CTCTGGTGCTCCTCCTGGACGCGGCGCT 

AGATGAACGACCCGAGCCAGCCCAACGAGGAGGGCATCACTGCCTTGCACAACGCCATCTGCGGCG 
CCAACTACTCTATCGTGGATTTCCTCATCAC^ 

TGGACACCCITGCACTGCGCGGCGTCGTGCAACGACACAGTCATCTGCATGGCGCTGGTGCAGCAC 
GCGCTG CAATCTTCGC CACCACGCTC AGCGACGGCG CCACCGCCTTCGAGAAGTGCGACCCTTACC 
GCGAGGGTTATGCTGACTGCGCCACCTACCTGGCAGACGTCGAGCAGAGTATGGGGCTGATGAAC^ 
GCGGGGCAGTGTACGCTCTCTGGGACTACAGCGC^ 
CGAGTCGGTCACCGTGCTGCGGAGGGACGGGCC^ 

CGGCCAGGAGGGCTACGTGCCGCGGAACTACnnrCGGGCTGTTCCCCAGGGTGAAGCC^ 
AAAGTCTAGCAGGATAGAAGGAGGTTTCTGAGGCTGACAGAAACAAGCATTC 

ACCTCTC CCTCTGTTTTTTGCTGCCTT TATCTGCACC CCTCACCCTG CTGGTGGTGG TCCTTGCCAC 
CCKJTTCTCTGTTCTCCT^ 

TTAGCCTTGGGAGGTCTGGGAAGGGCTGGAAATC^ 

TCAGAT CCCGTCCAAA GTGCCTCCCA TGCCTACCAC CATCATCACA TCCCCCAGCAAGCCAGCCAC 

CTGCCCAGCCGGGCCTGGGATGGGCCACCACACCACTGGATATTCCTGGGAGTCACT 

TCTCKX^CAGCAGTCTTGGGGTCTGGGTGGGAAACATTGGTCTCT 

COXA ATTAAGTGCC TTCACACAGC ACTGGTTTAATGTTTATAAA CAAAATAGAG AAACTGGTTT 
AATGTTTATA AAC AAAATAG AGAAACTTTCGCTTATAAAT AAAAGTAGTT TGC ACAGAAA 
TGAAAAAAAA AAAAAAAAAA AAAAAA 
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Fragment used to generate LX049.3 (not frameshift) 
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IASPP CDNA |CTCCGC C@G cgG|T C c[|]c[|]c A^G C C T t||c G[gc[||T C C T G G@lc C^C^^Jg GUgglc C jlc[lGPG llIll G^c|l| 

RAI Z1kb cDNA — 

RAI Z6kb CDNA |I]t C G A C A A@C Al^T^A G T^T0G g{|]t G G A G@|g c||]g[§|g G T G C a(||t G^T j^^ A T^^G G^T|gAg|T ^^ A ^ T@ 



640 ^ 650 680 670 680 630 700 

IASPP CDNA 1T6GCGG Aj^^G C|||C C A G@C C(s|t(^|t C C^G Agjc G T G G G§|c G T c|§c(||g cg]c C C C cg|Tg]c(||A C AG c(S1t{^5|g 



RAI Z1kb cDNA 
RAI Z6kb cDNA 
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IASPP CDNA 

RAIZIkbcDNA 
RAI Z6kb cDNA 
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fe%gg43| Ggf|c AGCGTCCGC cggc G G G A G cg|c C c[|]g c(g|A G G cgjc CGGCGGCAGCG c(§T T cgjc C cg]G C C T§T G C G 

^^gJcgjG GCTAATTTT Tl^^T TTTTT t[|Jt T t||t T^T T T g||]a TTTTTAGTAGA G§§C A G^G T t[§Jt T A c[§A T G T 



IASPP cDNA 
RAIZIkbcDNA 
RAI Z6kb cDNA 



780 ^ ^ 7 80 800 810 820 830 840 

Cg]c G^A^A cgjA C^CgC G^jGg|G CCGGCGGCCTCCGAA Al^^^gjc A a[§]g AgjT^G Agjc T Gg]A C Gg|gjc G 



T@G C(^G[^C t[§]g T|||£]c(|jA A|gj|cfsjT GATCTCAAGAGATGT G t^gg^l C C Tg^C CgJc^C c[§]a A Ag|T T c{^q!g]g A 



IASPP cDNA 
RAIZIkbcDNA 
RAI Z6kb cDNA 
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[HA C G[gg|A AGAAGCCT T@g|a G A ego C G f^^ TR|T G@C@c|g G A C Cgjcgglc G |»^A^fe^g«^l ctlic GgJcgjA 

It a c^]g gtgttgag c[|JaJ]||t c t G (fc t c d^ cf^A t^Jt^JaIIJa t t t t^a^t c@- - - legg^gi T&T a[§|t[§|t • 



IASPP cDNA 
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— — OUU s/u «ou 

GCCTGCAG Cg}6 T T cgjc T t[^G^g|g Gg]G AGCAGCCTGGA t |^^ c|t|g G G G g(5]c A[^G|Gi§A Agjc A C A A cHgc aJ§ 

CAGAATGA GgjA A G A^A G a|5|aEg|a A(§T CATTAAACACC AT^^|T@C T A C T - T g(^Jt{^T Gg]A G T T T T|]§|g c[§ 
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IASPPcDNA gjAGCGCCACCCTGCCiCGCiAiTA^AiG^^T^TCTG^gG|Gg^ 

j^^cSS [f|G AGATGTTAGGAG a|]|]G A A^jcj^Jc T^^|g^|a^^^^5Ja|^^A A A T C^^^^T^Jt^jT^|F c7s)f STRICT AG 
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Frameshlft - see protein sequence 

1840 18S0_ 1860 




6/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 



ft ^ ^rt^l.i^ 




IASPP cDNA 

RAIZIkbcDNA 

RAI2.6kbcDNA 





2110 


2120 


2130 


2140 


2150 




2160 2170 


IASPP cDNA 
RAl2.1kbcDNA 
RA) 2.6kb cDNA 






Wmm 




Hi 


|§§§ 






2180 


2190 


2200 


2210 


2220 




2230 2240 


IASPP cDNA 
RAl2.1kbcDNA 
RAI 2.6kb cDNA 






mm 






IfiSI 


1BBB 




















2250 


2260 


2270" 


22B0 






Z300 Z310 


IASPP CDNA 
RAI2.1kbcDNA 
RAI 2.6kb cDNA 


EBBI 




SHI 




IS 


Blil 






2320 


; 2330 


2340 


2350 


2360 




2370 2380 


IASPP cDMA 
RAI2.1kbcDNA 
RAI 2.6kb CDNA 








SB 


HB 


llllip 


HBH 




2390 


2400 


2410 


2420 


2430 




2440 2450 


IASPP cDNA 
RAIZIkbcDNA 
RAI 2.6kb cDNA 




llillllll 


HH 




Hi 


IB 


HHH 




2460 


. 2470 


2480 


2490 


2500 




2510 2520 


IASPP cDNA 
RAI 2.1 kb cDMA 
RAI 2.6(d) cONA 


mmmm 
















2530 


2540 


2550 


2560 


2570 




2580 2590 


IASPP CDNA 
RAI 2.1kb cDNA 
















RAI 2,6kb cDMA 


















2600 


2610 


2620 


2630 


stop 

2640 




2650 2660 


IASPP cDNA 
RAI 2.1kb CONA 
RAJ 2.6kb cDNA 






2670 


2BS0 


2690 


2700 


2710 




2720 2730 




2740 2750 2760 2770 2780 2790 2800 

IASPP cDNA 
RAI2.1kb cDNA 
RAI 2.6kb cONA 



IASPP cONA 
RAIZIkbcDNA 
RA12.6W) CONA 





7/16 

SUBSTITUTE SHEET (RULE 26) 





IASPP cDNA 
RAI 2.1Kb cDNA 
RAJ 2.6kb cDNA 



3190 



UAAAAAAAAAAAA 



ycjg[c|^Jc CTTCCGCCGC C l^jgg^gZjgj 



IASPP cDNA 
.RAJ Z1kb cDNA 
RAIZ6kbcDNA 



8/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 




9/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 




W3 



IK 



559 




iASPP—* 



lASPP(RAl) 



iASPP 



jb it 



% m4 

wmm 



mltm 



iASPP(RAI)-^ 



mm 

1 II 



mAb SA4.1 




iASPP — * 



iASPP(RAI) — ► 



PCNA 



10/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 




11/16 

SUBSTITUTE SHEET (RULE 26) 




12/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 




13/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 




14/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 




15/16 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/056592 



PCT/GB2004/003492 




16/16 

SUBSTITUTE SHEET (RULE 26) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCED) OR EXHffilT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



